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Methods for the prodn. of purified, catalytically active, 
recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been detd. The substrate and subsite specificity information was 

used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2 . The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogs including isosteres at the sites of the crit. amino acid 
residues were developed and the substrate analogs, OMR99-1 and 0M99-2, 
were synthesized. OM99-2 is based on an octapeptide Glu-Val-Asn-Leu-Ala- 
Ala-Glu-Phe (SEQ ID NO:28) with the Leu-Ala peptide bond substituted by a 
transition-state isostere hydroxy ethylene group (Figure 1) . The 
inhibition const, of OM99-2 is 1.6 x 10-9 M against 
recombinant pro-memapsin 2. Crystallog. of 
memapsin 2 bound to this inhibitor was used to 

det. the three dimensional structure of the protein, as well as the 

importance of the various residues in binding. This information can be 

used by those skilled in the art to design new inhibitors, using 

com. available software programs and techniques 

familiar to those in org. chem. and enzymol . , to design new 

inhibitors to memapsin 2, useful in 

diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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A method for producing catalytically active recombinant 
memapsin 2 comprising expression in a bacteria and 
refolding the recombinant memapsin 2 under 

conditions which dissoc. and then slowly refold the enzyme into a 
catalytically active form is disclosed. A method of isolating 
inhibitors of cleavage by memapsin 2 

comprising adding to one or more potential inhibitors of 

catalytically active recombinant memapsin 2 

, and a substrate for memapsin 2, and screening for 

decreased cleavage of the substrate by the inhibitors, wherein 

the inhibitors are in a library of small synthetic mols., like 

proteins and peptides. Alternatively, the inhibitors are 

oligonucleotides preventing or decreasing expression of 

catalytically active memapsin 2. A method for 

designing or obtaining inhibitors of catalytically active 

memapsin 2 comprising modeling an inhibitor 

based on the crystn. coordinates of memapsin 2 or 

parameters. A database comprising binding properties and chem. structures 
of compds . designed or screened by modeling an inhibitor based 
on the crystn. coordinates of memapsin 2 or parameters 
is claimed. A method of treating or preventing 

Alzheimer's disease comprising administering to a patient in need 

thereof an inhibitor of memapsin 2 which 

binds to the active site of the memapsin 2 defined by 

the presence of two catalytic aspartic residues and substrate binding 

cleft, is also claimed. The cDNAs of two new human membrane - as socd. 

aspartic proteases, memapsin 1 and memapsin 2, have 

been cloned and sequenced. The substrate and subsite specificity of the 
catalytically active enzyme have been detd. The substrate and subsite 
specificity information was used to design substrate analogs of the 
natural memapsin 2 substrate that can inhibit 
the function of memapsin 2. The substrate analogs are 

based on peptide sequences, shown to be related to the natural peptide 
substrates for memapsin 2. The substrate analogs 

contain at least one analog of an amide bond which is not capable of being 
cleaved by memapsin 2. Processes for the synthesis of 

two substrate analogs including isosteres at the sites of the crit. amino 
acid residues were developed and the substrate analogs, OMR99-1 and 
OM99-2, were synthesized. OM99-2 is based on an octapeptide 
Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 
bond substituted by a transition-state isostere hydroxy ethylene 
group (Fig. 1). The inhibition const, of OM99-2 is 1.6 x 109 M 




against recombinant pro-memapsin 2. 
Crystallog. of memapsin 2 bound to this 

inhibitor was used to det . the three dimensional structure of the 

protein, as well as the importance of the various residues in binding. 

This information can be used to design new inhibitors, using 

com. available software programs and techniques 

familiar to those in org. chem. and enzymol . , to design new 

inhibitors to memapsin 2, useful in 

diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed-, 

The substrate and subsite specificity of the catalytically active enzyme 
have been determined by a method which determines the initial hydrolysis 
rate of the substrates by using MALDI-TOF/MS . Alternatively, the subsite 
specificity of memapsin can be determined by probing a library of 
inhibitors with memapsin 2 and subsequently 
detecting the bound memapsin 2 with an antibody 
raised to memapsin 2 and an alkaline phosphatase 

conjugated secondary antibody. The substrate and subsite specificity 
information was used to design substrate analogs of the natural 
memapsin 2 substrate that can inhibit the 
function of memapsin 2. The substrate analogs are 

based on peptide sequences, shown to be related to the natural peptide 
substrates for memapsin 2. The substrate analogs 

contain at least one analog of an amide bond which is not capable of 
being cleaved by memapsin 2. Processes for the 

synthesis of substrate analogues including isosteres at the sites of the 
critical amino acid residues were developed and the more than seventy 
substrate analogues were synthesized, among which MMI-005, MMI-012, 
MMI-017, MMI-018, MMI-025, MMI-026, MMI-037, MMI-039, MMI-040, MMI-066, 
MMI-070, and MMI-071 have inhibition constants in the range of 
1 .4-61 . 4 . times . 10 . sup . -9 M against recombinant pro- 
memapsin 2. These inhibitors are useful in 
diagnostics and for the treatment and/or 
prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2. The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogues including isosteres at the sites of the critical 

amino acid residues were developed and the substrate analogues, OMR99-1 

and OM99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

three dimensional structure of the protein, as well as the importance of 
the various residues in binding. This information can be used by those 
skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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IS AVAILABLE FOR THIS PATENT. 



Methods for the production of purified, catalytically active, 
recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2 . The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2 . Processes for the synthesis of two 

substrate analogues including isosteres at the sites of the critical 

amino acid residues were developed and the substrate analogues, 0MR99-1 

and 0M99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9 M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

three dimensional structure of the protein, as well as the importance of 
the various residues in binding. This information can be used by those 
skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed. 



The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2. The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogues including isosteres at the sites of the critical 

amino acid residues were developed and the substrate analogues, OMR99-1 

and OM99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9 M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

tliree dimensional structure of the protein, as well as the importance 
of the various residues in binding. This information can be used by 
those skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2 . The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogs including isosteres at the sites of the critical amino 
acid residues were developed and the substrate analogs, OMR99-1 and 
0M99-2, were synthesized. OM99-2 is based on an octapeptide 



Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO:28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9 M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

three dimensional structure of the protein, as well as the importance of 
the various residues in binding. This information can be used by those 
skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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AB Methods for the prodn. of purified, catalytically active, 
recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been detd. The substrate and subsite specificity information was 

used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2. The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogs including isosteres at the sites of the crit. amino acid 
residues were developed and the substrate analogs, OMR99-1 and OM99-2, 
were synthesized. OM99-2 is based on an octapeptide Glu-Val-Asn-Leu-Ala- 
Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide bond substituted by a 
transition- state isostere hydroxyethylene group (Figure 1) . The 
inhibition const, of OM99-2 is 1.6 x 10-9 M against 
recombinant pro-memapsin 2. Crystallog. of 
memapsin 2 bound to this inhibitor was used to 

det . the three dimensional structure of the protein, as well as the 

importance of the various residues in binding. This information can be 

used by those skilled in the art to design new inhibitors, using 

com. available software programs and techniques 

familiar to those in org. chem. and enzymol., to design new 

inhibitors to memapsin 2, useful in 

diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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AB A method for producing catalytically active recombinant 
memapsin 2 comprising expression in a bacteria and 
refolding the recombinant memapsin 2 under 

conditions which dissoc. and then slowly refold the enzyme into a 
catalytically active form is disclosed. A method of isolating 
inhibitors of cleavage by memapsin 2 

comprising adding to one or more potential inhibitors of 

catalytically active recombinant memapsin 2 

, and a substrate for memapsin 2, and screening for 

decreased cleavage of the substrate by the inhibitors, wherein 

the inhibitors are in a library of small synthetic mols . , like 

proteins and peptides. Alternatively, the inhibitors are 

oligonucleotides preventing or decreasing expression of 

catalytically active memapsin 2. A method for 

designing or obtaining inhibitors of catalytically active 

memapsin 2 comprising modeling an inhibitor 

based on the crystn. coordinates of memapsin 2 or 

parameters. A database comprising binding properties and chem. structures 
of compds. designed or screened by modeling an inhibitor based 
on the crystn. coordinates of memapsin 2 or parameters 
is claimed. A method of treating or preventing 

Alzheimer's disease comprising administering to a patient in need 

thereof an inhibitor of memapsin 2 which 

binds to the active site of the memapsin 2 defined by 

the presence of two catalytic aspartic residues and substrate binding 

cleft, is also claimed. The cDNAs of two new human membrane -assocd . 

aspartic proteases, memapsin 1 and memapsin 2, have 

been cloned and sequenced. The substrate and subsite specificity of the 
catalytically active enzyme have been detd. The substrate and subsite 
specificity information was used to design substrate analogs of the 
natural memapsin 2 substrate that can inhibit 
the function of memapsin 2 . The substrate analogs are 

based on peptide sequences, shown to be related to the natural peptide 
substrates for memapsin 2. The substrate analogs 

contain at least one analog of an amide bond which is not capable of being 
cleaved by memapsin 2. Processes for the synthesis of 

two substrate analogs including isosteres at the sites of the crit. amino 
acid residues were developed and the substrate analogs, OMR99-1 and 
0M99-2, were synthesized. OM99-2 is based on an octapeptide 
Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 
bond substituted by a transition-state isostere hydroxyethylene 
group (Fig. 1) . The inhibition const, of OM99-2 is 1.6 x 109 M 
against recombinant pro-memapsin 2. 
Crystallog. of memapsin 2 bound to this 

inhibitor was used to det . the three dimensional structure of the 
protein, as well as the importance of the various residues in binding. 
This information can be used to design new inhibitors, using 



com. available software programs and techniques 

familiar to those in org. chem. and enzymol . , to design new 

inhibitors to memapsin 2, useful in 

diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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AB A chimeric, carboxy- terminal truncated hepatitis B virus nucleocapsid 

protein (HBc) is disclosed that is engineered for both enhanced 
stability of self -assembled particles and the display of an immunogenic 
epitope. The display of the immunogenic epitope is displayed in the 
immunogenic loop of HBc, whereas the enhanced stability of 
self -assembled particles is obtained by the presence of at least one 
heterologous cysteine residue near the carboxy- terminus of the chimer 
molecule. Methods of making and using the chimers are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 

isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human 
secreted proteins. The invention further relates to diagnostic 
and therapeutic methods useful for diagnosing and 
treating diseases, disorders, and/or conditions related to these 
novel human secreted proteins. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In order to obtain a novel binding protein against a chosen target, DNA 

molecules, each encoding a protein comprising one of a family of similar 
potential binding domains and a structural -signal calling for the 
display of the protein on the outer surface of a chosen bacterial cell, 
bacterial spore or phage (genetic package) are introduced into a genetic 
package. The protein is expressed and the potential binding domain is 
displayed on the outer surface of the package. The cells or viruses 
bearing the binding domains which recognize the target molecule are 
isolated and amplified. The successful binding domains are then 
characterized. One or more of these successful binding domains is used 
as a model for the design of a new family of potential binding domains, 
and the process is repeated until a novel binding domain having a 
desired affinity for the target molecule is obtained. In one embodiment, 
the first family of potential binding domains is related to bovine 
pancreatic trypsin inhibitor, the genetic package is M13 
phage, and the protein includes the outer surface transport signal of 
the M13 gene III protein. 
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CAS INDEXING IS AVAILABLE 
AB 



FOR THIS PATENT. 



Methods for the production of purified, catalytically active, 
recombinant memapsin 2 have been developed-, 

The substrate and subsite specificity of the catalytically active enzyme 
have been determined by a method which determines the initial hydrolysis 
rate of the substrates by using MALDI -TOF/MS . Alternatively, the subsite 
specificity of memapsin can be determined by probing a library of 
inhibitors with memapsin 2 and subsequently 
detecting the bound memapsin 2 with an antibody 
raised to memapsin 2 and an alkaline phosphatase 

conjugated secondary antibody. The substrate and subsite specificity 
information was used to design substrate analogs of the natural 
memapsin 2 substrate that can inhibit the 
function of memapsin 2. The substrate analogs are 

based on peptide sequences, shown to be related to the natural peptide 
substrates for memapsin 2. The substrate analogs 

contain at least one analog of an amide bond which is not capable of 
being cleaved by memapsin 2. Processes for the 

synthesis of substrate analogues including isosteres at the sites of the 
critical amino acid residues were developed and the more than seventy 
substrate analogues were synthesized, among which MMI-005, MMI-012, 
MMI-017, MMI-018, MMI-025, MMI-026, MMI-037, MMI-039, MMI-040, MMI-066, 
MMI-070, and MMI-071 have inhibition constants in the range of 
1 .4-61 . 4 . times . 10 . sup. -9 M against recombinant pro- 
memapsin 2. These inhibitors are useful in 
diagnostics and for the treatment and/or 
prevention of Alzheimer's disease. 
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IS AVAILABLE FOR THIS PATENT. 



Methods for the production of purified, catalytically active, 
recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2 . The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2 . The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 



# • 

memapsin 2. Processes for the synthesis of two 

substrate analogues including isosteres at the sites of the critical 

amino acid residues were developed and the substrate analogues, 0MR99-1 

and OM99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1.6. times. 10. sup. -9M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

three dimensional structure of the protein, as well as the importance of 
the various residues in binding. This information can be used by those 
skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to 12 novel human secreted proteins and 

isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human 
secreted proteins. The invention further relates to diagnostic 
and therapeutic methods useful for diagnosing and 
treating disorders related to these novel human secreted 
proteins . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed is a method of preventing, inhibiting, 

and/or ameliorating cell death and/or tissue necrosis in live tissue by 
contacting live tissue with at least a segment of NTP, or homologue, 
variant, derivative or mimetic thereof, where the segment of NTP, or 
homologue, variant, derivative or mimetic thereof is present in an 
amount effective to prevent, inhibit, and/ or 

ameliorate cell death and/or tissue necrosis. The method is capable of 
treating conditions requiring prevention, 

inhibition, and/or amelioration of cell death and/or tissue 
necrosis . 



L6 ANSWER 10 OF 22 US PAT FULL on STN 
AN 2003:3410 USPATFULL 

TI Method of preventing cell death using antibodies to neural 

thread proteins 
IN Averback, Paul A., Quebec, CANADA 

PI US 2003003445 Al 20030102 

AI US 2002-138516 Al 20020506 (10) 

PRAI US 2001-288463P 20010504 (60) 

DT Utility 
FS APPLICATION 

LREP HUNTON & WILLIAMS, INTELLECTUAL PROPERTY DEPARTMENT, 1900 K STREET, 

N.W., SUITE 1200, WASHINGTON, DC, 20006-1109 
CLMN Number of Claims : 12 
ECL Exemplary Claim: 1 
DRWN 10 Drawing Page(s) 
LN.CNT 1705 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed is a method of preventing, inhibiting, 

and/or ameliorating cell death and/or tissue necrosis in live tissue 
containing neural thread proteins (NTP) by contacting the live tissue 
with at least an antibody, antibody fragment or antibody derivative that 
recognizes or binds to NTP, where the antibody, antibody fragment or 
antibody derivative is present in an amount effective to prevent 
, inhibit, reduce, control and/or ameliorate cell death and/or 
tissue necrosis. The method is capable of treating conditions 
requiring prevention, inhibition, reduction, control 

and/or amelioration of cell death and/or tissue necrosis caused by the 
presence of NTP. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2. The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogues including isosteres at the sites of the critical 

amino acid residues were developed and the substrate analogues, OMR99-1 

and OM99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9 M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

three dimensional structure of the protein, as well as the importance of 
the various residues in binding. This information can be used by those 
skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In order to obtain a novel binding protein against a chosen target, DNA 

molecules, each encoding a protein comprising one of a family of similar 
potential binding domains and a structural signal calling for the 
display of the protein on the outer surface of a chosen bacterial cell, 
bacterial spore or phage (genetic package) are introduced into a genetic 
package. The protein is expressed and the potential binding domain is 
displayed on the outer surface of the package. The cells or viruses 
bearing the binding domains which recognize the target molecule are 
isolated and amplified. The successful binding domains are then 
characterized. One or more of these successful binding domains is used 
as a model for the design of a new family of potential binding domains, 
and the process is repeated until a novel binding domain having a 
desired affinity for the target molecule is obtained. In one embodiment, 
the first family of potential binding domains is related to bovine 
pancreatic trypsin inhibitor, the genetic package is M13 
phage, and the protein includes the outer surface transport signal of 
the M13 gene III protein. 
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AB Disclosed are methods, software, and systems for comparing biopolymer 

sequences. The model includes at least two different characterizations 
of states of matching between segments of sequences at defined 
positions. Examples of states of matching include: similarity and 
dissimilarity between objects, as well as similarity to a reference, 
e.g., a reference sequence or a sequence profile. A topology of 
particular match states can be used to identify classes of sequences, 
e.g., preprohormone sequences . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2. The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2 . The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2. Processes for the synthesis of two 

substrate analogues including isosteres at the sites of the critical 

amino acid residues were developed and the substrate analogues, OMR99-1 

and OM99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO:28) with the Leu-Ala peptide 

bond substituted by a transition-state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9 M against recombinant pro- 

memapsin 2. Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

tliree dimensional structure of the protein, as well as the importance 
of the various residues in binding. This information can be used by 
those skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns GENSET polynucleotides and polypeptides. Such 

GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression 
and/or biological activity and for screening compounds that may be used 
in the treatment of GENSET- related disorders. 
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Catalytically active recombinant memapsin and methods of use 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for the production of purified, catalytically active, 

recombinant memapsin 2 have been developed. 

The substrate and subsite specificity of the catalytically active enzyme 

have been determined. The substrate and subsite specificity information 

was used to design substrate analogs of the natural memapsin 

2 substrate that can inhibit the function of 

memapsin 2 . The substrate analogs are based on peptide 

sequences, shown to be related to the natural peptide substrates for 

memapsin 2 . The substrate analogs contain at least one 

analog of an amide bond which is not capable of being cleaved by 

memapsin 2 . Processes for the synthesis of two 

substrate analogs including isosteres at the sites of the critical amino 

acid residues were developed and the substrate analogs, OMR99-1 and 

OM99-2, were synthesized. OM99-2 is based on an octapeptide 

Glu-Val-Asn-Leu-Ala-Ala-Glu-Phe (SEQ ID NO: 28) with the Leu-Ala peptide 

bond substituted by a transition- state isostere 

hydroxyethylene group (FIG. 1) . The inhibition constant of 

OM99-2 is 1 . 6 . times . 10 . sup . -9 M against recombinant pro- 

memapsin 2 . Crystallography of memapsin 

2 bound to this inhibitor was used to determine the 

three dimensional structure of the protein, as well as the importance of 
the various residues in binding. This information can be used by those 
skilled in the art to design new inhibitors, using 
commercially available software programs and 

techniques familiar to those in organic chemistry and enzymology, to 

design new inhibitors to memapsin 2, 

useful in diagnostics and for the treatment and/or 

prevention of Alzheimer's disease. 
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TI Human nucleic acid binding protein 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides polynucleotides which identify and encode 

a novel human nucleic acid binding protein (NABP) . The invention 
provides for genetically engineered expression vectors and host cells 
comprising the nucleic acid sequences encoding NABP. The invention also 
provides for the use of substantially purified NABP or its antagonists, 
in pharmaceutical compositions for the treatment of diseases 
associated with the expression of NABP. Additionally, the invention 
provides for the use of antisense molecules to NABP in pharmaceutical 
compositions for treatment of diseases associated with the 
expression of NABP. The invention also describes diagnostic 
assays which utilize diagnostic compositions comprising the 
polynucleotide, fragments or the complement thereof, which hybridize 
with the genomic sequence or the transcript of polynucleotides encoding 
NABP or anti-NABP antibodies which specifically bind to NABP. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides polynucleotides which identify and encode 

a novel human nucleic acid binding protein (NABP) . The invention 
provides for genetically engineered expression vectors and host cells 
comprising the nucleic acid sequences encoding NABP. The invention also 
provides for the use of substantially purified NABP or its antagonists, 
in pharmaceutical compositions for the treatment of diseases 
associated with the expression of NABP. Additionally, the invention 
provides for the use of antisense molecules to NABP in pharmaceutical 
compositions for treatment of diseases associated with the 
expression of NABP. The invention also describes diagnostic 
assays which utilize diagnostic compositions comprising the 
polynucleotide, fragments or the complement thereof, which hybridize 
with the genomic sequence or the transcript of polynucleotides encoding 
NABP or anti-NABP antibodies which specifically bind to NABP. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In order to obtain a novel binding protein against a chosen target, DNA 

molecules, each encoding a protein comprising one of a family of similar 
potential binding domains and a structural signal calling for the 
display of the protein on the outer surface of a chosen bacterial cell, 
bacterial spore or phage (genetic package) are introduced into a genetic 
package. The protein is expressed and the potential binding domain is 
displayed on the outer surface of the package. The cells or viruses 
bearing the binding domains which recognize the target molecule are 
isolated and amplified. The successful binding domains are then 
characterized. One or more of these successful binding domains is used 
as a model for the design of a new family of potential binding domains, 
and the process is repeated until a novel binding domain having a 
desired affinity for the target molecule is obtained. In one embodiment, 
the first family of potential binding domains is related to bovine 
pancreatic trypsin inhibitor, the genetic package is M13 
phage, and the protein includes the outer surface transport signal of 
the M13 gene III protein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In order to obtain a novel binding protein against a chosen target, DNA 

molecules, each encoding a protein comprising one of a family of similar 
potential binding domains and a structural signal calling for the 
display of the protein on the outer surface of a chosen bacterial cell, 
bacterial spore or phage (genetic package) are introduced into a genetic 
package. The protein is expressed and the potential binding domain is 
displayed on the outer surface of the package. The cells or viruses 
bearing the binding domains which recognize the target molecule are 
isolated and amplified. The successful binding domains are then 
characterized. One or more of these successful binding domains is used 
as a model for the design of a new family of potential binding domains, 
and the process is repeated until a novel binding domain having a 
desired affinity for the target molecule is obtained. In one embodiment, 
the first family of potential binding domains is related to bovine 
pancreatic trypsin inhibitor, the genetic package is M13 
phage, and the protein includes the outer surface transport signal of 
the M13 gene III protein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In order to obtain a novel binding protein against a chosen target, DNA 

molecules, each encoding a protein comprising one of a family of similar 
potential binding domains and a structural signal calling for the 
display of the protein on the outer surface of a chosen bacterial cell, 
bacterial spore or phage (genetic package) are introduced into a genetic 
package. The protein is expressed and the potential binding domain is 
displayed on the outer surface of the package. The cells or viruses 
bearing the binding domains which recognize the target molecule are 
isolated and amplified. The successful binding domains are then 
characterized. One or more of these successful binding domains is used 
as a model for the design of a new family of potential binding domains, 
and the process is repeated until a novel binding domain having a 
desired affinity for the target molecule is obtained. In one embodiment, 
the first family of potential binding domains is related to bovine 
pancreatic trypsin inhibitor, the genetic package is M13 
phage, and the protein includes the outer surface transport signal of 
the M13 gene III protein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In order to obtain a novel binding protein against a chosen target, DNA 

molecules, each encoding a protein comprising one of a family of similar 
potential binding domains and a structural signal calling for the 
display of the protein on the outer surface of a chosen bacterial cell, 
bacterial spore or phage (genetic package) are introduced into a genetic 
package. The protein is expressed and the potential binding domain is 
displayed on the outer surface of the package. The cells or viruses 
bearing the binding domains which recognize the target molecule are 
isolated and amplified. The successful binding domains are then 
characterized. One or more of these successful binding domains is used 
as a model for the design of a new family of potential binding domains, 
and the process is repeated until a novel binding domain having a 
desired affinity for the target molecule is obtained. In one embodiment, 
the first family of potential binding domains is related to bovine 
pancreatic trypsin inhibitor, the genetic package is M13 
phage, and the protein includes the outer surface transport signal of 
the M13 gene III protein. 
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